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Poster session: Genetic aNerati in, 
tumor suppressor genes, prognostic factors 
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IDENTIFICATION Ob QhNtS ASSOCIATED WITH PhOSIATE CANCER 
DEVELOPMENT, 

Marlon J, Bussematef* *>cf William B. Isaac*. Jamot Buchanan Brady 
Urologlcai Institute, Hopkins Hospital, Baltimore, MD. USA. 

IdanUfjoeUon of ponot spoolfically oxprossod In tumor cent out not In 
normal can*, or Wc# v#/t», U Important for tha understanding of iho 
molecular baste of carclnogtnaali. furthermore, audi genes mey orovida 
ua with markers for asriv lumor detection. Recently, tha Uc'uhqua of 
dlffarentlal dlapfay hat been proven to bo n powerful tool to identify and 
dona difforomially expressed genet, tha technique involves U* (averse 
transoiipllon of moesongor BNA usinp on anchored otigo-dl primer, 
followed by a PCft amplification raactlon using aaveral dlfferom, arbitrarily 
chosen primera end eubeequent separation of the producta on a denaturing 
u«i. in tha »tudy presented here, messenger una from normal, banian 

hyperplastic arid tumor prostatic t)»SUS from tha ssmo patients was 
extracted end used for differential display analysis. Twenty different 

^*^° f,6 »?. , * pflmerg WBf8 x '***' Tw * ,v * WotiIv differentially 
Tf*f*f, mRNA * <vverexpre**ed In tumor or In normal tissual wara 
tdenllfhni this way. The complementary ONA fragments wara recovered 
from ool, reernpMiod and used as probos for Northern analysis. One of the 
probes (DD3) deteoted two transcripts (2.2 and 4.0 kbj that ero 
specifically expressed In human proststlc tumors (9 out of ta tumor* 
studioo*) whoreoe no oxpieaslon of these transcript* was found In normal 
or benign hyparplastic prostata tissue. Nucleotide sequence analysis 
ahowerJ no homology to any known gone. Currently, mora sequence data 
aro bob* obtairwd as well a« atudies are being performed to analyst the 
tiaiue*apaelfictty of DD3 expression and oKprossion in other tumors, 
m conclusion, differential dispiey le a useful approach to IdonUfy 
differentially expressed genes In prostate tumor diwdopment end Ot>3 
might be useful In prostate cancer detection. 
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DELETION MA.ITING OF CHROMOSOME 18q IN PKOSTATF 

Slmsm t&/£ffl£c. KtUh WUrrrwn andj.diw Glttf>cl! 

Dept. of Urology, Southrneed Hospital, Brit ml and bept 0 r Pathology 

Kchonl of Medical Sciences, University of Ilrittol, UK. 

Somatic allelic loss is a hallmark of tumour suppressor gene 0*0) 
Inaictfvafttiuii. To invwligkl* die potential tole of the ISO 1>CC [deleted 
in colorectal carcinoma] in two onmrjion urolofclcal cancers, 30 l*Cs and 
31 TCCs were allclotypcd At 5 chromosome I&j loci usin* polymorphic 
^\f^*L ? ¥Jj l *t i2)i P^VllAo (16ql2.1-2I); pI5-65 # SAM 
1.1. JOSH 4.4, DCC 1.9 (all within DCC, I8q2l.3) . B.Vogclstcin 
B«ttim«rc; pOS-4 (18u22) and pL1590 (18q23). ' 

7/26 (27%) of PCs unci 8/2A (32«) nf TfXfc exhibited km «f 
heterozygosity (I OH) on J«q, Including DCC In 6 PCs and all 8 TCCs 
1-OH correlate wilh advanced Sta&e in PC and with IXXt recurrence or 
muscle-invasion (both p<0.05). In one PC: and 5 TCCs. ccntromcric 
markers also exhibited lOH; one 1<C and 2 TCCs retained ccntromcric 
alleles. 4 PCs and 7 TCCs also exhibited LOII at telomeric loci. One PC 
exhibited U)H ontytcTomtfrig tP Pfflr. No TCC retaining heterozygosity 
?iJ2F Mthtetod 1011 d^where. The region* of commonest deletion 
(RCD) were 18q22-23 In PC and 18q2i.3.23 in TCC. 

Tl»cse results suggest the presence of a late-acting ISO on 18q in both 
cancers. I>CC Is implicated as the target TSG in TCC. located within the 
KC1>; thai for PC may be telomeric to DCC. (Supported by a SWRHA 
research grant). ' 
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CG NT TIC ALTERATIONS IN LOCALfZEL) PROSTAH CANCER: 
IDENTIFICATION A COMMON REGION OF DELETION ON CHROMOSOME iftq. 
A. liUBl. JC. BwDf|2. O. Cussonet 3 , 0. FourmeH, T. ScW». L. BDocwi-Qihod^ 
A La 0uc3 j. RoueSSC 1 and R. Lktoruau 1 - 1 Labor story ot OncooeneliC. Centre 
Rena Huouenln. r-e??i 1 St-Cloud. Franco; 2oepartment of uroiooy, Chu Bid.M, 
F-75010 Parts. Fra/i«#; 3r*(r»an*ient of Urotooy. CHU Sahu Louis. F-75010 Peris. 
Fianoo; ^Depanmem of Uroiooy. CIIU A. M Of van. F-C90O9 Ekaal. Hanc« ( 5 U W1 
INGERM. Instttut Oe OenotlquO Mo)6Cuta«e. F-7G010 P»ia. Front*. 

Aocumutatkm of mutafions In oncogenes and lumor suppreaaor genes tr ansiorms 
a normal oeS Into a maKgria* ft cat by alowlng It to eenfu* from normal control ol 
growth. For prostate lumorioeneBts, the current model oofinos spocHc mutations 
of Ihe TPS3 tumor Suppressor gene and loss ol tiatero>ygos(ty (LOI I) for fuel on 
crvornosomos Bp, tOq. i6q and I8q. in ordor to det&ruiiiie if art or at ions freouontry 
found In other ao^moearr^mas (breast, ovarian, gast/fc. eoioractal) including 
losses of heierozygoaity on crywncttomos Ip. 3p. 7q. 1 1p, V/p. t7q end 16q. and 
umpWication of c-myc, c-Cfbe-2/r>ou oricooonea enotl»e 1tq13 retfW *CitlsO 
involved tn prostate canoar. wo examined ?1 tocaiiiod early stage prostat« luinora. 
Wo dotoctod no ampimoaikxi or (I* c-ntyc. c-ofbB-2/rwu proto-oncogene* ana 
i tqi3 region (int?/FGF3). or muutions ol the TPS3 gene. Allele tosses woro 
found Uiclwomo&ornal regions 10q (20%), 7q on<J 10q (33%). funhermore. 
a? the Irsl Step tOwa/d isolation Ol tumor suppressor genes on tOQ. we used six 
polymorph markera and idenliftad a common region ol uckrtkjfi between tha iftq 
cwrtromere and Ine D16S19 locus. 
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ANGIOGENIC ACTIVITY OKTWO HUMAN PROSTATE 

AnglogenesU Is die generation of new capillary blood voxels 
which occurs by a process involving the rjmllfcrniion/mi^ralvon and 
maturauon of cndotfaclkl ccIU. oprorcoul«itc for tumour growth and 

XMv? 'riL 1985 f "no Crcnl2) wss^bllihed In 

nude ^ntioe Ttotti n pnnwy human proststic csnccr. The perticular feature 
of this patl«it»s luljiow wis itu h^dcHrcc of vmsculeriAVtian. s 
charscterutio tliat lias boon uuuiittutodin die mowio xcnnuifi 
presumably due to the release of one or more anfiioecnic factor*. 

Initial studies usiiui scruin-frec conditioned modi urn from 
primary //» vara cultures of Ten 1 2 on tofearitlimic culture uC bovine 
aoruc tjndojoluil (UAH) mUh did not show a *i£nifiean| increase in Ihe 
popuution doubling tinw. Morphological trinRformstion nf BAR cells 
however was observed, from tlie nonnul onbhlcBionc crowth to cells 
exhibltuie a more clon/titcd shape end with the srmeaiance of sproutlnfi 
cells sclf-ossociaiing Into a complex network of tube-lIVe struttures. 
serum-frcc conditlonod medium from LNCaP, an estabUslusd laiman 
prostate conoer cell lme f did not affect the morphology of DAE cells to 
the name extent. 

•iu -u l7ia primary in vitro cultures of Tenl2 were compered 

with thojur > of Tfenl5 (snother tmnsplantable human prostatic etnect cell 
luic tu>ioblishcd from a metastatic lesion which exhibits a lowvx defirw; 
of ysseulansat Ion) on both logarithmic and quiescenl BAE cells uSfi 
an iiuscrl co ciilnnv ttyvtcm. Growth curves for both lines wer* 
conslsteiuly W^er than eoninjls end those otwerved with conditioned 
medium, bul were not Mntictieully eignificanL Greater nxypholoplcal 
changes to BAE celU were lvowcvtr obnervod with co-cultures ofTenU 
cells than those shown with Te*15 ccIIk. 

^ftiopiiceffoeUimriiacrovasc^lararKlmic^ 
rtUt ^! , l5 C " H to differ. We therefore recently atKcrood 

Uie effceiiE of wuiditmncd medium and primary in vitro co^culiun* of 
l tiil 2 and 1 cri 15 cclU on microvascular endotheJial cells derived fnjm 
lx>vino sdrensl cup) 11 ones (RAC). Initial identificstion of which 
sn£iogenic factors are Important for die vaisculan*aiioo of Ten 12 
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